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4 DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
- T , - Food and Drug Administration ..
- - : Rockville MD 20857 V
NDA 19-777/5-033 |
MY | joo

Zeneca Pharmaceuticals ; - _

—  Attention: W.J. Kennedy, Ph.D.

1800 Concord Pike »
P.O. Box 15437 - —
Wilmington, DE  19850-5437

Dear Dr. Kennedy:

Please refer to your April 9, 1998 supplemental new drug application submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Zestril (lisinopril) 2.5, 5, 10, 20 and
40 mg Tablets. :

The supplemental application provides for final printed labeling revised as follows:

ADVERSE REACTIONS, under “Other clinical adverse experiences occurring in 0.3%

to 1% of patients with hypertension or heart failure treated with ZESTRIL in controlled

clinical trials and rarer, serious, possibly drug-related events reported in uncontrolled
studies or marketing experience are listed below, and within each category are in order

~of decreasing severity,” Respiratory System: “eosinophilic pneumonitis® has been

We have completed the review of this supplemental application and have concluded that adequate
information has been presented to demonstrate that the drug is safe and effective for use as
recommended in the final printed labeling included with your submission dated April-9, 1998.
Accordingly, the supplemental application is approved effective on the date of this letter.

. = * : -~
We remind you that you must comply with the requirements for ‘an approved NDA set forth
under 21 CFR 314.80 and 314.81. : .

It you have any questions, please contact:

Ms. Kathleen Bongiovanni
Regulatory Health Project Manager
(301) 594-5334

Sincerf'ely yours,
] - SH/13

Raymond J. Lipicky, M.D.
Director -
Division of Cardio-Renal Drug Products
Office of Drug Evaluation | -

Center for Drug Evaluation and Research

.
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FINAL PRINTED LABELING
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Manufactured by: IPR Pharmacsuticais inc.
Distributed by:

ZENECA

Pharmaceuticals
A Business Unit of Zenecs inc.
Wilmington, Delawesre 19650-5437
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RHPM Review of Labeling

NDA: 19-777)8-033 Zestril (lisinopril) Tablets :
Date of submission: April o, 1998

Date of receipt: April 10, 1998

l}pplicant: T Zeneca Pharmaceuticals Group

Background: On September 19, 1997, we issued a supplement request letter, recommending
that the ADVERSE REACTIONS section of the package inserts of ACE inhibitor products be revised
to include eosinophilic pneumonitis. ’

Review: Zeneca has submitted a Special Supplement -Changes Being Effected. The labeling
changes will be implemented into production during the last week of April, 1998. The
submitted final printed labeling has been revised as follows: i

— ADVERSE REACTIONS, Under “Other clinical adverse experiences occurring in 0.3% to

1% of patients with hypertension or heart failure treated with ZESTRIL in controlied

= - clinical trials and rarer, serious, possibly drug-related events reported in uncontrolled
studies or marketing experience are listed below, and within each category are in order
of decreasing severity,” Respiratory System: “eosinophilic pneumonitis” has been
added.

Recommendation: | will prepare an approval letter for this supplement for Dr. Lipicky's
signature. It falls under 21 CFR 314.70 (c) Supplements for changes that may be made before
FDA approval. -

' 7 :Kathlee,r/F.‘Bonéiova'nni ) S 98
ccC: = - B
19-777/S-033 * -
HFD-110
HFD-110/KBongiovanni
HFD-110/SBenton

HF-2/MedWatch
kb/4/21/98.
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ORIGINAL | |
—— - 1800 Concord Pike -
' PO Box 15437 '
,f;} Y 1 Wilmington, DE 19850-5437

'y
- Pharmaceuticals b :

__ ABusiness Unit of Zeneca Inc. .

]
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SENT VIA UNITED PARCEL SERVICE
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0%, supey, Fm.ﬂéx’&

Dr. Raymond J. Lipicky

Division Director

Division of Cardio-Renal ‘APR 9 1998
Drug Products

Center for Drug Evaluation and Research

Food and Drug Administration o

ATTENTION: Document Control Room

HFD No. 110

1451 Rockville Pike

Rockville, MD 20852

Dear Dr. Lipicky: (/
Re: ZESTRIL® (lisinopril)

NDA 19-777 zpa/@"cl

ial Suppl - Chan eing Effe

Reference is made to the Agency’s September 19, 1997 letter which requested Zeneca revise the
ADVERSE REACTION section of the ZESTRIL® (lisinopril) labeling to include eosinophilic
pneumonitis. In accordance with your letter and CFR 314.70 (c), these labeling changes are
reported as a Special Supplement - Changes Being Effected. These labeling changes are being
implemented into production during the last week of April 1998. -

For your convenience in reviewing, a three-column review document illustrating the labeling
changes is provided in Tab 1. The left column represents the current ZESTRIL labeling, the
middle column identifies the new text, and the right column provides comments. The revised text
can be found on page 37 of Tab 1.

In addition, the sixteen copies of final printed labeling which were requested can be found in
Tab 2. Ten of these labels are individually mounted, and six have been supplied in a clearly
marked envelope in Tab 2.

ORIGINAEL
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If you have_ any questions or concems, please do not hesitate to contact me. .

A

Robert J. Orzolek
Assistant Manager, Marketed Products Group
Drug Regulatory Affairs Department

(302) 886-4550

(302) 886-2822 (fax)

Sincerely

RJO/TGU/jr
Enclosures E

Technical Review Copy: Ms. Kathleen F. Bongiovanni, HFD No. 110 (Cover Letter Only)

TAORZOLEK\FDAVZESTRIL19777 SPEC SUP CBE.DOC



